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m n m 

[0001] :^mmnmi±mm<Dm^:}fmKm'r^h(Dx-m. m^mmmi^^^i^(D^^ 
[0002] m<7:>6^i^mmmmMu. mi^\^^^-f:f(Dmmmtvx'i}^M(DmmW:mmmMtM 

[0003] c-erbB-2«»^ T f^^ ^i}&JI^^KiS-r^^^^«5t^1jo5>T*185kDa<D® & 
(HER2/c-erbB-2)^=i— KU-CV^^(##f^:5:ifcl. 2)^ HER2/c-erbB-2f±^nv' 

«5t^#-r'5EGFR:7x^y— tcM-r-Sc HER2/c-erbB-2(D*BJi^^Kp«^^«l/-fe7"^ 
e^/55^tt^tii--5o rcr)i^^f^:J;«9HER2/c-erbB-2(Dg By>-^^b 

*5J;OTER2/c-erbB-2i:^fflJ3ai^-et@Sf^ffli-^i^a(^y>^^^t:;6S5lt^r$tv. »a 

^mm^^hm^(DmMi^^-r/vf)^^m^th. mm(DmM-^m^m-^L^x\^^^t^ 

X.^tL-CV ^5 (##fF:3:m3) o HER2/c-erbB-2S (DthOM^-eiiiim 
mbTV^So #^;I?LS^C*5V^T^^. c-erbB-2it^d^*fc«^<D®e«<?5aiiiim^<D 

i^#fc^V^m^^;^i+^^J6^_b-ec-erbB-2jt 

^^i~imm^m^(Di-DXh^o 

[0004] h^x:yX-v>^ {*HER2/c-erbB-2g J^Ml^'WM^ i^l^^ir 

HER2/c-erbB-2a eS^oiPJ^mbTV ^^ffi«*0Ji^^^e^^b-C#Me^(-*^^i- 
5o ^O^^tCj;i9HER2/c-erbB-2®eM<^S^#:^tg^pa#b. ^^^^-^/W^^S^PS. 
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[0005] HER2/c-erbB-2(D^^^S;^?£^LT. :^Sffi.mb#fei:^3fein situ/N-Y 

:/yi5^-f V3>'^fe (FISH&) (;ij;;5^&^s|^JS$nTV ^;5o 

[0006] HER2/c-erbB-2CD^^<75^i^lJ^f*, ia5»JWJiS<^ll^l-*3Jt5^fettjoj;U?^<D^fe 
[0007] ;^=3TO;»m^C^^fe^5;^^V^. fo5V^«||BJiaJ|^(D^^fe^53bM5Km< 

10%o 

o 

[0008] _bfE<DSJpfc:S<5<HER2/c-erbB-2(D^^<D^J^f;iJ:9. 3 + (D»^ttb^>?^^yX 

[0009] mi^^;i-<^:^^M^b^i3^^^f*. M«m^<^S e «(^^^b^l¥M-t-§?fel^^^ 

mK\-tm^myji.^%m\z.i:oxm. situxmm[z.^^^^^w-^^n%i\:.'^xm^ 

[0010] m3tein situ/N-r:/yir-r-e-v-3>-ife (FISH&) ^M(DmM\ZL^^^M.U^ 
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[0011] ^^Kmi^l'T-f^tFlSHmK-^^^X. HER2/c-erbB-2cD^5ao1^^f3::j3{tS*a 

mm(D^mn(Di:tm^. ^mm^\:'mmxm^<Dm^x<o^\^t^fhx\^^o 
u FisHmi-t^wc^i.xi=i:^hm^:^^^^t:^^h. ^^m.mt'^mx2+(Dm'^i^<D 

[0012] J>f^l^A: (MUC4) nmmmP%UER2/c-erhB-2m^W-X-h^ (##fF^:SC6) o ^h\Z. 
. HER2/c-erbB-2^^Jib. M\JCA/iyTnJ^^ly(Dfl\^'mMKU\JCA/iyTnJ^'f-> 
^h7>':^:7rci?hi-§^HER2/c-erbB-2(D1248# g C0^ciiy^/;6SIJ>'^^b$tl.§^^ 
MUC4/i/Ti:i3.^>'}iHER2/c-erbB-2<Dy>'^'fbtCfcM#brV^6 (#^#fF^ 

:iC6)„ 

##f^^il^l:Biochem. et Biophys.Acta,1198, 165-184(1994) 
##fp:5:fife2: Oncogene, 9, 2109-2123 (1994) 
##fF:i:i^3:Brit. J. Cancer, 72, 1259-1266 (1995) 
#^#fF:i:il^4: Science, 235, 177-182 (1987) 
##f^^M5:J. Pathology, 199, 411-417 (2003) 
##fp:5:fi^6:j. Biol. Chem., 278, 30142-30147 (2003) 

[0013] :^mMmm^ii^t'r^mm\i.. mmmmm^(D^^w-^mmtirmmmm 

[0014] JifEMM^^i-^fci?). ^^0J#M^M3SH^<^SW#:-efeS 

HER2/c-erbB-2^;^6^i:i-S^J0^J-efeSh^;^:yXV^ (XA— feT'^^^*^*^) (Dm 
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[0015] b^;^:yXVy^ (^N— feiT"^^*^"*^) (^^^ttO^J^f^ , ^?iJiHER2/c-erbB-2CD 

tge^^^#^4L-CV^:5i^^^;$5fc§o L/c:d5o-r. tfffB(^1t^;^&'ef*c-erbB-2il'f5T- 
^SV^<^>Jliilm^a$tL. HER2/c-erbB-2d5#fif^{^;^fe$tifcibTtj. 7MM{^±# 

[0016] ^fc. HER2/c-erbB-2(D3iiPJ^^^]^^S>Sl-Mi65SS{*;ei^5fe«9#®f-t?^c§o ^ 
b-CV^/^V^B^tMtt^^i^bfCo bfc:d5or. HER2/c-erbB-2^5j^Ji&J|^-eO:^tg^m 

TcirtLmcm^xh^. ms^mmmRxixxi-immmp^xHER2/c-erbB-2icmK 

i^mir^mMco^M^m^<Dm^-^^^x^^mi\^xis<^tn. h^;^:yxv:/( 

[0017] -^^-e. HER2/c-erbB-2^aiPJ^|i.LfcSt^^bh^;^^;^XV:7-'(/N— ir:7°5^>^®*'* 
*) t^j:§?^^^^ft/c3M^[|fC0V^T. HER2/c-erbB-2dS|ffllSI^±-eSW#:^UT* 
^l;i#tg-r§fcJ^{ClMJ^^ffi^t;?/X{*lBJiaj|^P^-C'HER2/c-erbB-2{c:tB2f^ 

[0018] -^(Dit^, mmmmmi^'7)^m^^mmti-mmm^m(D^mm\\m(Di^^ 
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[0019] ^-^^.^^mmitur^^htst^; 

7. MtEi^^^^^5^^>4 (MUC4) -efe5ti|3S6t^tE^(Dlt^^&o 

[0020] ^mm\^x^. Bmmmm^<D^^i$i^m^tir^mmM^m<Dmm^mm(D^ 
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[0021] &.r. :^mm^m\^<mmir^f)K ^mmm^^^mm^tix^^^^mm^xxim- 
[0022] ^mM\tmmmmm^(D^^i^^m^tir:5mmm(Dn-^{cmvni^n^. u 

[0023] mmtit^ ^i^\Hi^^\^x^(Dmi^Bm^mM'r^mmxmtf:^^h. ^(Dmi^ 

[0024] mmm^(Di\i^mM^mmir^tiii>(Dm&Mxv)fj::^mmi^^\^^^ 

M#^^#LTv^§o mmmmm^<D^^i^t\.xi^. mmmmm^^m^mw-^ 

±&im^mmm^^^i^^TVj—Kmir^^m^i^tvx. HER2/c-erbB-2;e»WjS 

f-mti^xm^fhn^o 

[0025] ms^mmm&xj^xxiim]^m\Hx^mm^^Kffm'r^mMti^. mmmmm 
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-So 

[0026] mmmti-i. mmsmicML^xm\^hfv^m^<Dm^^x-h'o . «it^^<D^^^ 

(n>T—-:f^9=f-l^ (Erbstatin) . "7^1^^:^=^-^^ (Lavendustin) . t'-^^i/V-A ( 
Herbimycin A). yc=^;^i5'-r>'(Genistein)#. \\L^-^^^xxX\-i.. -O'v^yT^V'^'a^'c::^ 
MJ/V$|^#:(#M5]Z2-138238^^#. Joumalof Medical Chemistry, 32, 2344 
(1989);P34,1896(1991)). a -^>T/^-r^^T5Kf|2S#:(#r?iBS63-222153-^<k^ 
m. 3, 5-v?-ry:/ntVV-4-tKndfix>!L^l/^fi^^(#|gB^62-39522:^<5^#) 
. 3, 5-i;'-^^^/V-4-tKn=3ev';^^l/Vf|^#:(#PflDg62-39523-^<2^^). T- 

(#^Bg62-277347-^^#) #;5Sfc5o 

[0027] f|iiJ»j^L-C{*. '>^'-^/WKjS^t;iK-^i-s^#>t-*)-i-§^#;^s0^b<. tMb^ 

HER2/c-erbB-2d5^r|^$tt6o HER2/c-erbB-2l;i>iSfi-6tMb^yi5'D— ^ 

0^<Z)>!t^^/^^fl!IJS^J©5>^^6^?^«J^LT{*. ZD1839(-ri^5^f-^**^) . 
STI-571^^S^[)^$ttSo ZD1839(-ri-'5/i^^®'®^) {*EGFR<D^Pi/>-dr^— ^^^ft 
<^ PlW^jr-aijtp . STI-57 UiBCR-Abl^TJ?c-kit(D^c^y -e^^'l^c^ 

[0028] ;^?v (S) mMmu^mm^x\^f^'^ ^mm^miwmi't^. ^m\Mm\z.^n 
<Dm\c\t^ m^wmsi^. fhumm^si^. m^mm^^^. m(r>m.-)J^-y. n(om^ 
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m^mmm^:^. mm^^^. m^i^. mm^^/o^ ^^i^. xm^i^. ^ 

[0029] ^^^^/]^Bmmm^ir^m<m^=i-}'^ir^m^^tvx\-i^ mmamiti-^m 
tL§t>(D-c^*/^v^;elS. mmm^m-m^mir^sis. int-2. hsu ^m-w-m^niyiye^-r 

— ^^^t^^^l-^erbB, erbB-2/neu, ros, fins, kit, ret, 

•^mmim-r^svc^ yes. fgr. Ick. ft)s/fes. abU ±V>':^U:t::^>-^^—'^mm:^ 
-f-^c-raf. ^(Dftfcras. bck int-1. crk. ^f^S fiW-e$)^myc. fos. jun. erbA^/^^-^ 

V erbB-2/neu(Djt'g^^Si^'t?fe5HER2/c-erbB-2(^^i-^h9;^^;^XV:/ (/n— 

3m. ^m. ^'g-^if . w . xf^flfii^s^m^o m^^^^f!*^ 

[0031] ^i?^|*:^sf{^, tJ§5l5;5^^>o:;^feic:io-c@Si-sri:;6s-e#§„ Hfe^f!j^^*-a?^;^|S#-a^ 
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[0032] ^<y:7^:yd^'^m(DmtVxm.m^rvrc^^^ mMm}ii^-m^m.^<yy4:yU 

[0033] miSi^&xixxm%i&i^i^(Dmmm.m(Di^^jjmt\^x. mi^'f-^mikt:^^ 
[0035] -^^^m^m^t}^. m^^(DmmMm^in.w-K^^^^'r^i?mxhK). 

^W-WiOii-. ^"iCxAzMM-^Wi^^t^. ^^/-^xi—^jv^Wm.. if-^)-^n--^;v^^m 

(D^fV'^^y^—^^im:'^^'^'^^^. ^?a-e3o^r^o.3% wm^im^-^w 
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i&lO mg, PBS 50 mU 1.5% HO 50 ju 1) XS-lO^m^ly^^^—hVXm'^^^. 10 

2 2 

mw-^mmt'r^mmm^m(Dmmm^^^tm'&'r^^ti!)^x^^, 

[0038] ^(D—mhiVX. HER2/c-erbB-2{i, ?L;^>'fC|5S^)-r#<<DS-eMPJ^^brV^5 

\z.^t^f)^^tb'r. fbmibmmi\:.^fix\^:^(D\±^-ffxDWh^, ^nn. m.:ff:ysi 
m(DAi^x\±mm^^^mnx-^^:Lti!)^t>t^<>xm.^m^^i)mK^^ 

fe6o Ly^^Ljfcy^S^,^ MUC4^tt-efe5lli^C)^l^*3V>r«HER2/c-erbB-2^i^S^ 

^i-St)(Dt)fc§o ^tih(D^\Z.^\^XU. MUC4^HER2/c-erbB-2^^t)t^^JiLT 

HER2/c-erbB-2(D;^^(D#ffit;iJ;i9. h^^^i^yXV^^' (^n— fe^^^V*^"®*) 

[0039] -^hK. :^mn(D-mmmmxn. :^mm(Di^^i?mK\^m^^^tt^x^^um. 
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[0040] ^r. ^mm^mmmK^^^hKMci^mKmrn-r^^K ^ivhn:^mM<Dm^m 
[0041] miMmi 

^^h. HER2/c-erhB-2tMlJC4(D^mn^mi^^J:^^^tmMh*^i^fJ:<>fCo ttgoT. 
HER2/c-erhB-2tMVC4(D^fh^fl^m^ir^Mm^^h^^t^^^^^tlo 
HER2/c-erhB-2m^( + + +)<D3m(D^^^^%mi^fcWmUVC4m\^X\ 

{^^^^^(Dmm^^imxhotio HER2/c-erhB-2mm++)xh^2mm ^-r 

MUC4(Dmm.tHER2/c-erhB-2(Dm^n!t^-TVh^ffM^i^^^<. M 
UC4^ttd^oHER2/c-erbB-2^ (+ +) ^icDJm^df^h^^^^^X-^:/ (/n— fe^^ 
V*^*®*) (il^i-SH^S'l^JaS^V^dS. MUC4|^tt^D#'^^iHER2/c-erbB-2^-e%^ 

T. HER2/c-erbB-2^MUC4^|a^'o-^^-^T^^i-5^i!(Cj;i9h9;^:yX-x':/ (/n— 

[0042] [*1] 
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[0043] ^mm\^3:^. mmm'Mm^(D^mw^^m^t^mimmmm(D^m^mM(D^ 
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[7] ttf IB A^^4 (MUC4) -efe^ft^Jge t^|B«(D^S;^ifeo 

[11] »^^l>?)^^>lO(DV^-r^^^^-^-fd«(D^S;^}S^;l'gffi-r;5Kmo 
[12] ^^«l;ei>felO(DV^-fft;6^— lC|E«(D^ac;^}5fel-'teffii-SKm=3r5/K 
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